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NOVEL COMPOtJNDS 



IMS inveatioa relates to novel qumolme conq)ounds having phannacological activity, processes 
for their preparation, to 6onq,ositions containing them and to their use in the treatment of CNS 
5 and other disorders. 

wo 98/27081 discloses a series of aryl sulphonamide conq)ounds fliat are Said to be 5-HT6 
receptor antagonists and which are claimed to be useful in the Ixeatment of various CNS 
disord^s GB-2341549.WO99/47516andWO99/65906alldiscloseaseriesofmdole 

10 dlt"esLax.clai;edto5-Hr.receptoraM^.JP02262627(Japan 

Co) describes a series of substituted quinoline derivatives useful as wavelength converting 
elements. WO 01/83456 (Yamanouchi Pharmaceutical Co. Ltd) describe a series 
tricyclic fused heteroaiyl compounds withphosphatidylinositol 3-kinase activity. WO 00/42026 
(Novo Nordisk) describes a series of quinoline and quinoxalme compounds for use as GLP-1 

15 agonists. JP 08003144 (Chugai Pharmaceutical Co. Ltd.) describe a series of quinazolme and 
quinoline derivatives as potassium channel openers.. 

A structurally novel class of compounds has now been fomid which also possess affini^/ for the 
S-HTe receptor. The present invention therefore provides, in a first aspect, a compound of 
20 formula CO or a pharmaceutically acceptable salt thereof: 




(0 

25 ?^R^ independently represent hydrogen or Cr^ alkyl or R> is linked to to form a group 

RW S;°:id^ jy^.-. halogen, cyano. -CF. -CF3O. alkyl. alkoxy. 

Ci-6 alkanoyl or a group -CONR^^; ^ . . r 

and R'' independently represent hydrogen or C..« alkyl or together may be fiised to form a 5- to 
30 7. merobered aromatic or non-aromatic heterocycUc ring optionally interrupted by an O or S 

m^Tpresents an integer from 1 to 4, when m is an integer greater tiian 1. two R=^ groups may 
instead be linked to form a group CH2, (CH2)2 or 
n and p independently represent 1 or 2; 
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q represents an integer from 1 to 3; 
A represents a group -Ar' or ~ 

At', Ai^ and Ai' indepcsndently represent an aiyl group or a heteroaryl group, bofli of which may 
be optionally substituted by one or more (eg. 1, 2 or 3) substituents which may be the same or 
5 different, and which are selected from the group consisting of halogen, hydroxy, cyano, nitro, 
trifluoromethyl, trifluoromethoxy, Ci-e alkyl, trifluorometiianesulfonyloxy, pentafluoroethyl, Ci^ 
alkoxy, arylCi-s alkoxy, Ci^ alkylthio, Ci^ alkoxyCi^ alkyl, C3.7 cycloalkylCw alkoxy, Ci^ 
alkanoyl, C,^ alkoxycarbonyl, Ci.6 alkylsulfonyl, Q-s alkylsulfinyl, alkylsulfonyloxy, C,^ 
alkylsulfonylCi^j alkyl, aiylsulfonyl, aiylsulfonyloxy, aiylsulfonylCi^ alkyl, Cw 

10 alkylsulfonaniido, Ci^ alkylamido, Ci-6 alkylsulfonaniidoCi.6 alkyl, C,^ alkylamidoC,.6 alkyl, 
aiylsulfonamido, arylcarboxamido, axylsulfonamidoCs alkyl, arylcarboxamidoCi-fi alkyl, aroyl, 
aroylCfi alkyl, arylCs alkanoyl, or a group CONR'R' or SO2NRV, wherein R' and R" 
independently represent hydrogen or C,^ alkyl or together may be fused to form a 5- to 7- 
menibered aromatic or non-aromatic heterocyclic ring optionally interrupted by an O or S atom; 

15 or solvates thereof. 

Alkyl groups, whether alone or as part of another group, may be straight chain or branched and 
the groups alkoxy and alkanoyl shall be interpreted similarly; Alkyl moieties are more preferably 
. Cm alM, eg. methyl or ethyl. The term "halogen' is used herein to describe, unless otherwise 
20 stated, a group selected from fluorine, chlorine, bromine or iodine. 

The term "aryl" includes phenyl and naphfhyl. 

The term "heteroaryl" is intended to mean a 5-7 membci,.?' y. r.-cvdic fv-..: .^s or a flised 8-10 , 
25 memberedbic^cUc aromatic ring containing 1 to 3 heteroaiO; . >. ir ^ r^- ' lorn oxygen, nitrogeai 
and sulphur. Suitable examples of such monocyclic aromatic rings include tiuenyl, furyl, 
pyrrolyl, triazolyl, imidazolyl, oxazolyl, thiazolyl, oxadiazolyl. isothiazolyl, isoxazolyl, 
thiadiazolyl, pyrazolyl, pyrimidyl, pyridazinyl, pyrazinyl and pyridyl. Suitable examples of such 
fused aromatic rings include benzofu'sed aromatic rings such as quinolinyl, isoquinolinyl, 
30 quinazolinyl, quinoxalinyl, cinnolinyl, naphthyridinyl, indolyl, indazolyl, pyrrolopyridinyl, 
benzofiiranyl, benzothienyl, ben2amidazolyl, benzoxazolyl, benzisoxazolyl, benzothiazolyl, 
benzisothiazolyl, benzoxadiazolyl, benzothiadiazolyl and the like. Heteroaryl groups, as 
described above, may be Unked to the remainder of the molecule via a carbon atom or, when 
presettt, a suitable nitrogen atom except where otherwise indicated above. 

35 

It will be appreciated that wherein the above mentioned aiyl or heteroaryl groups have more than 
one substituent, said substituents may be linked to form a ring, for example a carboxyl and amine 
group may be linked to form an amide groiq>. 

40 Preferably, R* represents hydrogen or methyl, more preferably hydrogen. 
Preferably R^ represents hydrogen. 

Preferably represents hydrogen, methyl or halogen, more preferably hydrogen or meHiyl. 
Preferably R"" msresents hydrogen or halogen, more prefenably hydrogai. 
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Preferably m,n,p and q each represent!. i,^i„t^ nWvl or 

menArepresentsagroup-ArSAr^preferablyrepreseatsoptianaUysubstito^ • 

^dyl, ml preferably phenyl optionally substituted wilhbaloge^ 
trifluoromethoxy. Particularly preferred Ar* is unsubstituted phenyl. 

or monocyclic heteroaryl group as defined above; • 
Preferably A represents a group -Ar*. 

Preferred conipounds according to «ie inventim include exanq,le El as shovm below, or a 
10 pharmaceutically acceptable salt thereof. 

The compoundsofformulaO) can form acid addition salts Ihereof. It wiUbea^^^^^ 

use in medicine ti.e salts of ti.e compounds of formula (D should be ^^^^^^^^ 
Suitable pharmaceutically acceptable salts will be apparent to those skilled m Ihe ^ and mclude 
15 LedesLbedinLPharm.Sci.,1977.66,l-19.suchasacidaddr^onsaltsfon^^^^^^ 

inorganic acids e.g. hydrochloric, hydrobromic, sulfuric, nitrxc or phosphorxc acrd^d orgamc 
acidsTg. succinic, maleic. acetic, fumaric, citric, tartaric, benzoxc, P:*^!---^^^-^^^^ ^ 
xnelhanLlfonic or naphthalenesulfonic acid. Tt. present invention includes waUnn rte scope all 
possible stoichiometric and non-stoichiometric forms. 

The compounds of formula (J) may be prepared in crystalline or "^^^^^^ 
^talZ.mayoptionallybe.olv.ted,eg,a.4.hyd^^^^^ 

Xe stoi^hiomeMc solvr ,e,. hydr ate.) a. ■.:..ll as compounds contammg vanable amounts of 
solvent (eg. water). 

Certain compounds offormula (Dare capable ofexisting in stereoisomeric forms (e.g. 
J^ome^andenantiomers)andthe invention extendstoeachoflhesestereo.^^^^^ 

and to mixtures thereof including racemates. The different stereoisomenc ^f^^^ ^ 
separated one from the other by the usual methods, or any given isomer may be obtomed^ 
30 stLspecific or asymmetric synthesis. The invention also extends to any tautomenc forms and 



mixtures thereof. 



35 



The present invention also provides a process for the preparation of a compound of formula (D or 
apharmaceutically acceptable salt thereof, which process compnses: 

(a) reacting a compound of formula (D) 
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N 

wherein R'" is as defined for or an //-protecting group, R^. B.\ R^ m, n, p and q are as defined 
above and L' is a suitable leaving group such as iodo or Irifluoromethylsulfonyloxy; 
with a conq>ound of formula A-SO2H. (or A-SH followed by a subsequent oxidation step) 
wherein A is as defined above and thereafter as necessary removing an R*" iV^-protecting groiq); 

(b) deprotecting a compound of formula Q which is protected; and thereafter optionally 

(c) interconversion to other compounds of formula (D and/or forming aphaimaceutically 
acceptable salt and/or solvate. 

Ihe iV-protecting group used may be any conventional group e.g. i-butyloxycarbonyl (Boc) or 

. ....s-^ ^a^ vv^5.- a compound of formula (JT) is reacted with a compound of formula A-SO2H 

......rises use of basic conditions and may be most conveniently carried out by using^a 

suitable salt of the compound A-SOjH (e.g. the sodium salt) in an appropriate solvent such as 
JV;Ar-dime1hylformamide, in the presence of a transition metal salt such as copper (D iodide. 

Process (a) wherein a compound of formula (O) is reacted with a compound of formula A-SH 
typically comprises use of basic conditions e.g. by using a suitable salt of the compound A-SH 
(e g the sodium salt) in an appropriate solvent such as ;y;iV-dimethylformamide, in the presence 
of a suitable metal salt such as copper (I) iodide, followed by use of a suitable oxidant such as 3- 
chloroperbenzoic acid, peracetic acid or potassium monopersulfate. 

la processes (a) and (b), examples of protecting groups and the means for their removal can be 
found in T. W. Greene 'Protective Groups in Organic Synthesis' (J. Wiley and Sons. 1991). 
Suitable amine protecting groups include sulphonyl (e.g. tosyl), acyl (e.g. acetyl, 2',2".2'- 
trichloroethoxycarbonyl, benzyloxycarbonyl or t-butoxycarbonyl) and arylalkyl (e.g. benzyl), 
which may be removed by hydrolysis (e.g. using an acid such as hydrochloric acid) or reductively 
(e.g. hydrogenolysis of a benzyl group or reductive removal of a 2",2',2'-1richloroethoxycarbonyl 
group using zmc m acetic acid) as appropriate. Other suitable amme protecting groups mclude 
trifluoroacctyl (-COCF3) which may be removed by base catalysed hydrolysis or a solid phase 
resin bound benzyl group, such as a Merrifield resin bound 2,6-dimethoxybenzyl group (Elhnan 
..!,:„T- nv -.-Jfi c.^t^:i-T:.sd.livdrc.l^'sis. for cncinTCle \ ;iih cniluoroacetic 
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10 



acid A fortJier aimne protecting group includes methyl which may be removed using standard 
methods for N-deallc/lation (e.g. 1-chloroetfiyl chlorofonnate under basic conditions followed by 
treatment with methanol). 

Process (c) may be performed using conventional interconversion procedures such as 
epimerisation. oxidation, reduction, alkylation. nucleophiUc or electropWUc aromatic 
substitution, ester hydrolysis or amide bond formation. For example, JV-dealkylation of a 
compound of formula (T) wherein R» represents an alkyl group to give a compound of formula CO 
wherein R> repres^ts hydrogen. It will be appreciated that such interconversion may be 
interconversion of protected derivatives of formula (D which may subsequently be deprotected 
following interconversion. 

Conq)Ounds of formula (S) may be prepared in accordance wiUi the following process: 



Step (i) 





^^^^ ^^"^^^^ 
(V) Y 



step (li) 



(IV) 



la 




15 



20 



wherein R*" is as defined above for R* or an iV-protecting group, R^ R", R", m, n, p and q are as 
defined above. V represents a suitable leaving group, such as iodo or trifluoromethylsulfonyloxy 
and V represents a suitable leaving group, such as chlorine. 

Step (i) typically comprises reacting a conq,ound of formula (HI) with a suitable oxidant such as 
a pericid (e.g. 3-chloroperbenzoic acid or peracetic acid) in an inert solvent such as 
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• 



dichloromethane in order to generate the quinoline-i^-oxide, followed by a combination of Lewis 
acid and nucleophile; for exan^le this latter step may be advantageously carried out using 
phosphorus oxychloride. 

5 Step (ii) typically comprises heating a mixture of compounds of formula (TV) and (V) in a 

suitable solvent such as ethanol, optionally in the presence of additional base (e.g. triethylamine 
or an excess of the con:q)Ound of formula (V)). 

Compounds of formula (m) and (V) are known in the literature or can be prepared by analogous 
10 methods. 

Pharmaceutically acceptable salts may be prepared conventionally by reaction with tiie 
appropriate acid or acid derivative. 

1 5 Compounds of formula (T) and their pharmaceutically acceptable salts have affinity for the S-HTe 
receptor and are believed to be of potential use in the treatment of certain CNS disorders such as 
anxiety, depression, epilepsy, obsessive compulsive disorders, migraine, cognitive memory 
disorders (e.g. Alzheimers disease, age related cognitive decline and mild cognitive in5)airment), 
Parkinsons Disease, ADHD (Attention Deficit Disorder/Hyperactivily Syndrome), sleep 

20 disorders (including disturbances of Circadian rhythm), feeding disorders such as anorexia and 
bulimia, panic attacks, withdrawal from drug abuse such as cocaine, ethanol, nicotine and 
benzodiazepines, schizophrenia, and also disorders associated with 5pmm tmuru^ ^nd/or head 
injury such as hydrocephalus. Compounds of the invention are a; so expected to be of use in the 
treatment of cartain GI (gastrointestinal) disorders such as IB*^; ? - stable Bowel S^^v - yvme). 

25 Compounds of the invention are also e^qpecte^d to be of use in tho .r ; ?;ac2i;: vj? .ty. 

Thus the invention also provides a compound of formula (T) or a pharmaceutically acceptable salt 
thereof, for use as a therapeutic substance, in particular in the treatment or prophylaxis of the 
above disorders. In particular liie invention provides for a con5)Ound of formula (I) or a ^ 
30 pharmaceutically acceptable salt thereof, for use in the treatment of depression, anxiety, obesity 
and cognitive memory disorders 

The invention further provides a method of treatment or prophylaxis of the above disorders, in 
mammals including hrnnans, which comprises administering to the sufferer a therapeutically 
35 effective amount of a compound of formula (I) or a pharmaceutically acceptable salt thereof. 

In another aspect, the invention provides the use of a compoimd of formula (T) or a 
pharmaceutically acceptable salt thereof in the mantifacture of a medicament for use in the 
treatment or prophylaxis of the above disorders. 

40 

In order to use the conipounds of formula (I) in therapy, they will normally be formulated into a 
pharmaceutical composition in accordance with standard pharmaceutical practice. The present 
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- (0 or a phannaceuticiUy acceptable salt thereoi^ aad a pharmaceutically acceptable earner. 

Apharmaceutical coxnposition of Ibe invention, wWcbn^ay be prepared by -<i°^t-^' ^^^^ 
5 ^bient ten^eratnre and atmospheric press^^e, is usually adapted for oral, parenteral or rectal 
' SSltirnand.assucb.n.aybein^eformoftablets.capsuleso^li^^^ 

powders, granules, lozenges, reconstitutable powders, injectable or -^^'- ^'^^^^ 
suspensions or suppositories. Orally adnmustrable conipositions are generally i^referred. 

10 Tablets and capsules for oral admimslration may be in unit dose form, and may contain 

Conventional excipients, such as binding agents, fillers, tabletdng lubricants. ^^^^^^ 
acceptable wetting agents. Tbe tablets may be coated according to me&ods well known m 
normal pharmaceutical practice. 

15 Oral liquid preparations may be in the form of. for example, aqueous or ^^^^^^^^ 

l^tioL.eLlons.sy™psorelixirs.ormaybeintheformofadryproductfor^^^^ 

with water or other suitable vehicle before use. Such liquid preparations may 
conventional additives such as suspending ageats. emulsifying J^^'^^^^^^ 
(whichmay include edible oils), preservatives, and, if desired, conventional flavounngs or 

20 colourants. 

For parenteral administration, fluid .nit dosage tl.^s are prepared utilising a compound of Ihe , 
^eLn or pharmaceutically aco: , table sal^^ 
. C^goIthevehicleand..™onused ^^^^^^^^^ - 
25 v^cle fapreparingsohrtions.t:i.. .H:.«^^^ ... dissolved for nyection and filter st^hsed . 
-Sfo^ffilSigi^to a Ltable vial or ampoule and sealing. Advantageously, adjuvants such as a 
^ocran^^preservatives and buffering agents are dissol^^^ 
s'bllity.ihe composition canbe frozen after fiUing into the vial andthe^^ 
Z^u! PareutilsuspeusionsarepreparedinsubstantiaUythes^n^^^^ 
30 IL,oundissuspendedin&eveWcleinst«adofbeingdissolved.andsterdizatio^ 

aZ^ledbrfiltration. Il.e compound can be sterilised by exposure to ethylene ox.de b^ore 
rs^^inasterilevehicle. Advantageously, a surfactant or wetting agent xs mcluded m ti.e 
composition to facilitate uniform distribution of the compound. 
• 35 'Ihecompositionmaycontainfrom0.1%to99%byweight.preferablyfromlOto60o/oby 
wei^t. of the active material, depending on the method of administration. 
Ihe dose ofthecompoundused in the tieatinentoflhe aforementioned disorde^^^^ 
usual way with the seriousness of the disorders, the weight of the sufferer, and other smnlar 
40 r^rrLwever,asageneral^desuitableunitdosesmaybeO^^^ 

0.05to200mg.fc.exan^le20to40mg;andsuchunitdoseswxllpreferably^^^^ 

once a day. although administration mo« than once a day may be required; and such therapy may 

extend for a number of weeks or months. 
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All pubKcaticmsl including but not limited to jpatents and patent applicatidas, cited in this 
specification are herein incorporated by referaice as if each individual publication were specifically 
and individually indicated to be incorporated by reference harein as though fully set forth. 

5 

The following Descriptions and Examples illustrate the preparation of compoxmds of the 
invention. 

Description 1 
10 7-Iodo-2-methylquinoline (Dl) 

Crotonaldehyde (4.96 ml, 60.0 ininol) was added dropwise over 1 h, via syringe pump, to a 
solution of 3-iodoaniline (12.5 g, 57.0 mmol) in 5M HQ (30 ml) at 90 The reaction mixture 
was then heated at 100 for 3 h, before being cooled to room temperature and washed with 
Et20. To the aqueous solution was then added approx. 1 eq. of zinc (IT) chloride, with vigorous 

15 stirring. The solution was then cooled to 0 °C and stirred for 45 min. The solid material was 
filtered off and washed (x 2) with cold 5M HCl. The crude product was dried on a filter paper 
and then stirred as a suspension in 2-propanol. The zinc chloride salt was filtered, dried and then 
re-suspended in water. The stirred mixture was basified with cone, ammonium hydroxide and the 
resultant slurry extracted with EtOAc (3 x 100 ml). The combined organic layers were dried 

20 (Na2S04) and the solvents evaporated in vacuo to give the free base as a dark green oil. This 
material was then dissolved in MeOH and 1.1 eq. of IMHCl in EtzO added. The solvents were 
then evarocated - : to give a dark green solid. Re-crystallisation from MeOH gave the ^ 

hydr % h ioride salt as a een solid. The free base was regenerated by stirring a suspension of the 
sr: = \r si*.r*irated ao>"r ^ s NaHCOa and extraction with dichloromethane to give the titl^ ^ 

25 • co*;ii;;;.'^;H- il.>i>f'> ' ^. .v- 
NMR (CDU3; : bH 2.74 (3H, s), 7.30 (IH, d, /= 8.4 Hz), 7.49 (IH, d, 7 = 8.5 Hz), 7.74 (IH, dd,^. 
J= 1.6, 8.5 Hz), 8.00 (IH, d, J= 8.4 Hz), 8.46 (IH, s) 
Mass Spectrum : doHglN requires 269; found: 270 (MH^. 

30 Description 2 

4-Cliloro-74odo-2-methylquino]ine (D2) 

To a solution of 7-iodo-2-methylquinoline (Dl) (1.6 g, 5.95 mmol) in chloroform (30 ml) was 
added 3-chloroperbenzoic acid (~ 50 %, 2.46 g, 7.14 mmol) in one portion. The reaction nnxture 
was stirred at room teniperature for 1 h, diluted with dichloromethane (100 ml) and then washed 

35 with saturated aqueous NaHCOs. The aqueous layer was re-extracted with dichloromethane and 
the combined organic layers dried (Na2S04) and the solvents evaporated in vacuo to give 7-iodo- ' 
2-methylquinoline-iV-oxide as an orange oil which was used without further purification. To a 
stirred solution of the 7-iodo-2-methylquinoline-iy-oxide (1.70 g, 5.96 mmol) in dichloromethane 
(50 ml) was added POCI3 (0.61 ml, 6.56 mmol) at 0 **C, under argon. Reaction mixture was 

40 stirred at room temperature for 12 h before a flirther 1 eq. of POCI3 was added. Reaction mixture 
was then heated at 50 °C for 1 .5 h, a further 1 eq. of POCI3 added and the reaction heated at 60 ^'C 
for 2 h. After this period, the reaction mixture was cooled to room temperature and poured into 
ice / water (300 ml), basified with 0.S8 NH3 and extracted with dichloromethane (3 x 100 ml). 
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combined org^c Uyers wer. washed wifl, wa^ (.00 n.). «.d <N"«S°^ 
evaporated m vaa«, «. givi a brown oil. Purification by fla* obronalosraphy (5 ^ EtOAo «. 

^'^^i:;?»^^:«."<-30,/305.,Po^d304/306(MH^ 



10 



15 



20 



25 



At«ixtureof4-cMoro-7-iodo-2-me1iiylquinolme(D2)(475mg, i.DOinmov«^ i tt,^ 

olHTl irlol) in ca^nol (2 M) were heated a. 130 "C for 4 h in a sealed The 
^arrlturc J then cooled, the solvent evaporated i„ va<»o and restdne p^«^ 
dicbloron^d^e and saturated a<,ue«» NaHCO.. f^7^X™S^, 

^ aohloromefhane (x 2) «rf the oomWn«i <»^'= "'^"''^ '^L'f^hv ffitolc / PE) 
«vapor«ed i» vac», to give a yeUow oil. Purification by flash chromatography (EtOAc PE) 

cave the title compound as a yellow solid (03) (485 mg). n w 

S^^OTCU) : 8^ 1.50 (9H. s). 2.66 (3H. s). 3.12-3.14 (4H, m). 3.68-3.71 (4H. m). 6.74 (IH. s). 
7.66-7.68(2H,m),8.40(lH,d,J= 1.6Hz) 
Mass Spectrum : Ca, INjO, requires 453; Pound 454 (MET) 

":nfJ!s:;^...yc.rb.nyop.p.r.^-i-^^^^^^^ 

A mixture ofV'»'*u,yl°:=yoa*onyl)piperazin-l-yl-7^odo-2.™*>.^m^^ 

0.22 mmol, phenyl^ so*um f;<"?;^^trS^^^^^ - 
sttaed togete under argon, excludmg li^t 20 mm. DM* , 

there^^onheated a. 120 'C for 24 ^^^'-^Z I^^J a^Z^-^ - 
and partitioned between water (60 ml) and dichloromethane (60 ml). 

ZZ^ with dichloromethane and the combined organic ''^T^'^^'^t; ^ 

^S^rW%-(3H.s).3.U-3.H(4H^^^^^ 

7.48-7.56 (3H. m). 7.89 (IH. d, 7- 8 Hz). 8.00-8.07 (3H. n^, 8.59 (IH. d, 7 2 Hz) 

Mass Spectnmi : CsSi^iOS requires 467; Found 468 (MH^ 

^i:.on^ohn; ^, (60 mg, 0.128 mmol) in ^^'^^^^Z^ 

. Luoroacetic acid (2 ml) dropwise. ^''•^'^■T'T^Z^^M^ l^V" 
i;, vac«, and i^tioned hetwa=n dichloromeaane and saturated aq..e<»iS K»<» .^^eo y^ 
Lre^wi.hdi*lorom.*«>e(x2)and.he confined ^0ja3«.^^ 

the solvents evaporated to vac.«. to give a colourless oA Ttas material was 
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dichloromethane / MeOH and treated with 1.1 eq. of lAf HCl in EtzO. The solvents were 
evaporated in vacuo to give the title conq^ound as a pale yellow solid (El) (45 mg) 
NMR (DMSO-d^) : 5h 2.67 (3H, s), 3.30-3.60 (8H, br m), 7.22 (IH, s), 7.64-7.75 (4H, m), 7.89- 
7.91 (IH, d, /= 8.6 Hz), 8.05 (3H, d, J= 7.5 Hz), 8.25 (IH, d, 8.7 Hz), 9.45 (2H, br s) 
5 Mass Spectrum : C2oH2iN302iS requires 353; Found 354 (MEt) 

Pharmacological data 

Compounds can be tested following the procedures outlined in WO98/27081. 
The compound of Example El was tested and showed good affinity for tihie 5-HT6 receptor, 
10 having a pKi value > 8.0 at human cloned 5-HT6 receptors. 
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Claims: . . - 

1. A conrpound of fonmila (I) or apharmaceuticaUy acceptable salt Hiereof: 




0) 

independently represent hydrogen or alkyl or is linked to to form a group 

(CH2)2, (CH2)3 or (CH2)4; r-p rF o C. « alkvl Cw alkoxy. 

R^ and R-* independently represent hydrogen, halogen, cyano, -CF3. -CF3O, C1.5 aUcyl, c.w 

Ci^alkanoyloragroup-CXJNR'R*; j+<,fx««Q'> tr> 

/and R' Wependenfly represent hydrogen « C,. ancyl or ,og.th« 

7- membered ^omatie or non-^romatie h,tei-..;<:li<: .-iw, optionally mterrupted by an O or S 

^'i^esen.s an integer ftom 1 «> 4. ,:: vn m U «r natoger . .».er than 1. gro-^smay 
instead be linked to form a group CH2,c H,v 
n and p ind^endently represent 1 or 2; 
q represents an integer from 1 to 3; 

iZa^ and ^Hch are aeleCed ftom the group condsting of halogc^ hydroxy. . 
BSuorlethyl, trifluoromethoxy, C. alKyl. trifluoron^es^fonylo^ pentaflu^^yl. C.. 
Xxy aryic! alkoxy, alkylthio. C« alkoxyC,. allyl. oyoloalkylC,. dtoqr, C 
r^r^.:l.xycLho„y..C.a,«yl,C..a.^»G^ 
allcvlanlfonvlC,^ alkyl, an.lsulfowl. arylsulfonyloxy. aiylsul&nylC,^ alkyl, C« 
^^2^:^.. Q;Zunndo. C. aUcyUulfonan^doC. alkyl. C,. WoC^al.^^ 
^MtarmMo. aiylcarboxanndo. aryMfonanudoC,^ alkyl. arylcarboxannd^„ aroyl. 

Z»lJ^yr«hydrogenorC,.alkylortog«h.rr„ayheft.s«.»fi^ 

„J>ered aro„,atic or non-aromatie heteocyclic ring wtionaUy »terr„P«d by an O or S atom, 

or solvates thereof. 
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2. A compound according to claim 1 which is a compound of formula El or a 
phannaceutically acceptable salt thereof. 

3 . A compound according to claim 1 or claim 2 for use in therapy, 

4. A compound according to claim 1 or claim 2 for use in the treatment of depression, 
anxiety, obesity and cognitive memory disorders. 

5. A pharmaceutical composition which comprises a compound according to claim 1 or 
claim 2 and a pharmaceutically acceptable carrier or excipient 
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